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Re Item V 

Reasoned statement with regard to novelty, inventive step and industrial 
applicability; citations and explanations supporting such statement 



1. Cited D ocuments 

The following documents are referred to in this communication: 

D1: PHARMACEUTICAL RESEARCH, vol. 13, no. 7, 1996, pages 1059-1064 
XP008036235 

D2: WO 03/094888 A (ASHTON PAUL ;CHOU KANG-JYE (US); QUO HONG (US)- 
CONTROL DELIVERY S) 20 November 2003 (2003-1 1 -20) 

D3: WO 00/33809 A (MARION PIERRE ;MAQUIN ALAIN (FR); MAURI AC PATRICE 
(FR); MEDIOLANUM) 15 June 2000 (2000-06-15) (cited by the Applicant) 



2. Novelty 



D1 discloses (see page 1059, column 2, line 38 - page 1069, column 1, line 31) 
implants which are made by compression of granules of 5-Fluorouracil dispersed in PLGA 
polymers. The matrix implants are dip-coated with the same polymer as used in the 
manufacture of the matrix implant. 

The core disclosed in claim 1 differs from that of D1 in that it is obtained by extrusion 
instead of compression of granules. The structure of the core claimed in the present 
application has therefore a continuous and homogenous structure, whereas the core 
disclosed in D1 is formed by discrete granules mechanically aggregated through 
compression means. 

The subject-matter of independent claims 1 , 1 3 and 21 is therefore not new in view of D1 
(Article 33 (2) PCT). 

No document of the prior art discloses an implant comprising a) a core comprising a drug 
in a PLGA matrix obtained by extrusion and b) a coating comprising as the main 
component PLGA. 

The subject-matter of the present application therefore appears to be new over the prior 
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art (Article 33(2) PCT). 



3. Inventive Step 

D3 is considered as being the closest prior art. 

It discloses (see page 3, line 32 - page 7, line 2) subcutaneous implants prepared by 

extrusion containing a peptide dispersed in a matrix of polylactic-glycolic acid. 

The subcutaneous implant disclosed in the current application differs from that of D3 in 

that the implant further comprises a coating in film form comprising PLGA as main 

component. 

The effect of this difference is that the first burst which occurs in the first days after 
insertion of the implant as well as the second burst caused by the disintegration of the core 
are reduced. 

The objective problem of the application may therefore be regarded as the provision of an 
improved subcutaneous implant prepared by extrusion comprising an active ingredient in a 
PLGA matrix and having reduced first and second burst effects. 

No document of the prior art suggests the addition of a coating comprising PLGA as main 
component around a core comprising a drug in a PLGA matrix in order to have reduced 
first and second burst effects. 

The present application therefore appears to be inventive over the prior art (Article 33(3) 
PCT). 



4. Industrial applicability 

Claims 1-21 satisfy the criterion of industrial applicability set forth in Article 33(4) PCT. 
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NEW SET OF CLAIMS ^ 

1 . Subcutaneous implants comprising: 

- a core (i) comprising at least one active principle dispersed in a polymeric matrix 
essentially consisting of PLGA obtained by extrusion, 
5 - a coating (ii) in film form comprising as the main component PLGA, 

2. Subcutaneous implant as claimed in claim 1, wherein the active principle ' 
contained in the core (i) is chosen from the class consisting of: a peptide, an active 
principle able to increase bone density, an analgesic-narcotic, a steroid hormone 
for hormonal treatments during menopause or for contraception. 

10 3. Subcutaneous implant as claimed in claim 2, characterised in that when the 
core (i) contains a peptide the particles of said active principle present extremely 
heterogeneous dimensions which vary from 1 micron to 63 microns. 
4. Subcutaneous implants as claimed in any one of claims 1-3, characterised in 
that the PLGA used in the core (i) preferably presents a molecular weight between 

15 50,000 and 150,000 and a molar ratio of lactic acid to glycolic acid monomers 
between 50:50 and 95:5. 

5.. Subcutaneous implants as claimed in anyone of claims 1-4, wherein the 
coating (ii) contains PLGA in amounts ranging from 75 to 99,999% and the 
remaining to 100 essentially consisting of excipients and/or of the same active 
20 ingredient used in the core (i). 

6. The subcutaneous implants according to claim 5, wherein the coating (ii) 
essentially consists of PLGA. 

7. The subcutaneous implants according to claim 5, wherein the coating (ii) 
consists of a mixture of 80%PLGA and the remaining to 100% of at least one 

25 hydrophilic excipient . 

8. The subcutaneous implants according to claim 7, wherein said hydrophilic 
excipient is selected from the group consisting of polyvinyl pyrrolidone, D-mannitol 
and mixtures thereof. 

9. The subcutaneous implants according to claim 5, wherein the coating (ii) 
30 consists of a mixture of 75% PLGA and the remaining to 100% of the same active 

ingredient contained in the core J, '((j). 

10. Subcutaneous implant as claimed in any one of claims 1-9, characterised in 
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that said coating in film form (ii) consists of PLGA with a molecular weight between 
50,000 and 150,000 and a molar ratio of lactic acid to glycolic acid monomers 
between 50:50 and 95:5. 

11. Subcutaneous implant as claimed in claim 10, wherein said PLGA presents an 
average molecular weight between 100,000 and 150,000 and said molar ratio is 
comprised between 50/50 and 75/25. 

12. Subcutaneous implant as claimed in any one of claims 1-11, characterised in 
that the coating (ii) presents a thickness between 5 and 250 urn. 

13. Subcutaneous implant as claimed in claim 12, wherein said thickness is 
comprised between 10 and 100 urn. 

14. Process for preparing the subcutaneous implants as claimed in anyone of 
claims 1-13, comprising the following stages: 

a) preparing the core (i) containing the active principle by extrusion, 

b) passing the core (i) into a solution of PLGA in a suitable solvent chosen from 
apolar and.aprotic polar solvent such that said cores remain in contact with said 
solution for a period between 1 and 5 seconds, 

c) drying said cores originating from stage (b). 

15. Process as claimed in claim 14, wherein the apolar solvent is a chlorinated 
solvent. 

16. Process as claimed in claim 15, characterised in that said solvent is methylene 
chloride. 

17. Process as claimed in claim 14, wherein said aprotic polar solvent is chosen 
from acetonitrile, ethyl acetate, tetrahydrofuran. 

18. Process as claimed in any one of claims 14-17, wherein the PLGA 
concentration in the solution used in stage (a) is comprised between 70 and 300 

g/i. 

19. Process as claimed in claim 18, wherein said concentration is comprised 
between 100 and 200 g/l. 

20 . Process as claimed in any one of claims 14-19, characterised in that said 
contact time is 1 second. 

21 . Process for preparing the subcutaneous implant in according to any one of 
claims 1-13 comprising the following stages: 
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a') mixing the active principle with PLGA, 

b') possibly granulating the mixture originating from (a') in the minimum solvent 
quantity, and drying the granules obtained, 

c') co-extruding the mixture originating from (a') or from (b') together with the 
5 PLGA used for preparing the coating in film form (ii). 
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